Decorin binds to the Met receptor (green) and causes its internalization (arrows).A small extracellular matrix protein called decorin blocks multiple growth factor receptors in order to inhibit tumor formation, suggest Goldoni et al.

Mice lacking decorin are more susceptible to cancers, whereas increased levels of the protein can inhibit tumor growth and metastasis. Decorin was originally found to bind collagen fibers and regulate their assembly, but it can also inhibit EGF signaling by binding to and down-regulating the EGF receptor. Goldoni et al. wondered whether decorin might be even more promiscuous, and bind to other receptor tyrosine kinases as well.

The researchers screened 42 different receptors, and found that decorin also targeted Met---the receptor for the growth factor HGF, which promotes proliferation and invasion when constitutively activated in cancer cells. Although binding to decorin briefly activated Met, this only led to the receptor\'s rapid down-regulation via two different pathways---by degradation inside the cell and by the cleavage and release of its extracellular domain. According to senior author Renato Iozzo, decorin is therefore the first known antagonist of Met signaling.

Treating cells with decorin also caused the destruction of a downstream effector of Met called β-catenin, stimulated apoptosis, and reduced cell motility. This latter effect relied on decorin\'s ability to inhibit the EGF receptor as well as Met. Iozzo thinks that decorin could be a new way to treat cancers, which often have increased levels of multiple growth factor receptors and can survive therapies that only target a single pathway.
